Searching PAJ 1/1 




PATENT ABSTRACTS OF JAPAN 

(1 1 Publication number : 1 1-222440 

(43)Date of publication of application : 17.08.1999 

(51)lntCI. A61K 38/22 

(21) Application number : 10-021809 (71 Applicant : ASAHi CHEM IND CO LTD 

(22) Date of filing : 03.02.1 998 (72)lnventor : SUZUKI KEIMEI 

ISHIZUYA TOSHINORI 

(54) PROPHYLACTIC AGENT AND THERAPEUTIC AGENT FOR LEUKOPOENIA 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject prophylactic agent or therapeutic agent 
capable of increasing leukocytes which are granulocytes-macrophages and effective in 
improving leukopenia by including a parathyroid hormone (derivative) as an active ingredient 
therein. 

SOLUTION: This prophylactic or therapeutic agent is obtained by including at least one kind 
of parathyroid hormone(PTH) (derivative) as an active ingredient. Human PTH (1-84), human 
PTH (1-34), etc. are preferably used as the PTH or PTH derivative. The prophylactic or 
therapeutic agent is useful for the prophylaxis and therapy of bacteria, virus, rickettsia and 
protozoan infection, hemodyscrasia such as hypoplastic anemia, osteomyelodysplasia 
syndrome or leukemia, immunological abnormality such as spleen hyperfunction or systemic 
lupus erythematosus and leukopenia caused by radiation exposure or an agent and a 
chemical substance, etc. such as an antibiotic, an antipyretic and analgesic agent, an 
antithyroid agent or an antitumor agent besides leukopenia caused by congenital diseases. 



LEGAL STATUS 

[Date of request for examination] 

[Date of sending the examiner s decision of 
rejection] 

[Kind of final disposal of application other 
than the examiners decision of rejection or 
application converted registration] 

[Date of final disposal for application] 

[Patent number] 

[Date of registration] 

[Number of appeal against examiner's decision 
of rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 

[Date of extinction of right] 



Copyright (C); 1998,2000 Japan Patent Office 




<19>H*BMM*/? (JP) 02) & §f] 4# ^ $g (A) OOtfttaUH&ll** 

#^11-222440 

(43)£HB ¥f£ll*f(1999) 8/317B 



(51)Int.Cl.» 




F I 




A 6 1 K 38/22 


ABY 


A 6 1 K 37/24 ABY 








»*«©»3 OL (£ 5 JO 


(21)fflK## 


#«¥10-21809 


(71)ffiSBA 


000000033 










(22)tiJKH 


¥^10^(1998)2 ^3 0 




*Rrtr*6&7f:;|tK3tSS lTI2#6f 






(72)&9!# 










**CtH&K£il&4TB5#13^ JfltoSl 














(72)$eE# 










»WII*ffl^?PAtBIHlS632#«0 1 M 











(54) i&wo&m &M®m4>&wwjMis£zfibmiii 



(57) 

H?«»*.'V*> (PTH) ifcllPTH 



[ts*ifii] m^m%*>^> (pth) &iz&pt 

[I«*xl2] @iJ¥«^^a-t> (PTH) ^thPT 
H (1-8 4) Tfc<5§**lg 1 ffi«fe^eifiL««^«7>^ 

[»#*B3] PTH^^tFPTH (1-3 4) 

m 0 

[000 1 ] 

(pth) *fcttPTH»awtsr*raj*^i: L-c^#*t 

[0 0 0 2] 

• • i-ahes*^ y >"*#B: 

[ooo3] ^rBikm^mt^ii^ mmmmm^ft 

J* i: ^ * n 7 r - t z 5^ f ti" S SfJSgfiBte HCFU-G 
M (colony-forming uni t-granul ocyte, macrophage) t 

— n >T 3 • * p 7 7* ■ — > ■ . =2 u ~— mat 
H^J&S C FU-GMj&'bS 6,1- l&PStfMfcLfcC FU 
-G (CFU -granulocyte) {d Ulfife^ • a n JiJjjRBg 
-^2^ CFU-M (CFU-macrophage) l:ttv^P7r- 

[0004] y >^>sit«Ofitfti)fffiate(7) 

— P-Y^r>l > 2 N 3, 4, 5 X 6, 9&^<£>1S*fctf>|g 
[0 0 0 5] 6jh#«*H£i:B; s -«^*ffij*if(^ajlii 

ii L ■ fc fc ^ <D Zlo id^® £ n 5o S rk^^S^teT 4- * 
fctJBtLTtt, jte3ctt«ft, ft.WBJSJl*, 



(2) 1 1 - 2 2 2 4 4 0 

[0 0 0 6] aifa««4>!E<0ffe*J£i: LTfi, Sft(7)t 
d 5H*5tf£ • = a fij^H^-, d t 7 t • =2 p 

ft. m <7> h &m * ^ a jfaffijNBjiaftf- *t t -c *t wjgit 

(J. Bone Miner. Res. 9. S162. 1994) N J: 9 I'HlFffltf) 
[0 0 0 7] — ^ S'J¥#cIS^^^> (PTH) 

<, W^ltfJ. Clin. Invest. G7. 1263-1269. 1981, J La 
b. Clin. Med. 104. 1016-1026. 1984. Am. J. Vet. Res. 50 
1898-1905. 1989. ^i^^if t>iX&fr. ^t<D^t\tW 
mm ' v 7 T— c J'?k(DlftWmy£ (CFU-GM) 
#j4L3*Sffiffi»NBlia (BFU-E) ^IMJPTH^ 
in vitroT»*JLfci:(7>^q^{cSV>/c^OTfo«9 . JEo 
^T©fR«dSigjln.*OMi#Jia : F- i Lt^PTH^^ 

[0 0 0 8] »I¥JWI62jv^*> (PTH) £1t\t 

m*DSr$R^LTl^6 M¥9 - 3 0 1 8 8 7^f) 

[0 0 0 9] 

[0010] 

mtet^fc^k^ gy^^^A^^ (PTH) ^/diPTH 
Sifii^Sr^JD^rL^, t h & 

&&w^%\^m$)XZbZ)Z± 
^ft c 

[0011] *?gpq«±E(^*i]Aid^o< t^'T, S'J¥ 




#SS* 'l'-*-. ' (PTH) SfiiiP THtsant^**?SEtv> 

J Wttittttttfc^fnAtolt • «m««fS"l - ■ 
tn. m & m * £' (7) % #J *3 «fc T> ^ * « W t* fi * CO IS 1 1 ig 

ft 

[0012] 

(PTH) irtt, ^tfrt-c-jfert^/i-v ■ r >A«a±#5<j 

5 / 8t<7>— SfRS-X^L/ctO, fcctirPTHiOt^)* 

6 C P TH^g|5^-<^ K<t Ltfl F!|*_tffc h PTH 
(1-34), t FPTH (1-38). £ F PTH 
(1-34) N H : N t h P T H (1-64) , t h P 
T H (35-84) N JvPTH (1-34) ft 
if ^il^o PTH (1~3 4) tttPTH^N?fcj»ffW* 

b 3 4#|(or ^ ./ K*-c^ 3 4 ffitar S .'BM^bJKS 
PTH(^gR^-<^ KSr*U ^SSPTHtf)3k«iffii4 
(1, KOPTH (1-34) l-io-Clf^^^l^^i:^ 
ftlWTV^ m^t:^fRJA> 1984) c * 

[0013] £ fctr.p th8*W^<^t s yiSiW* 
cou^r >>^y,'iD^y>^|ft N 3 4 Ei:io(to^ 

!NI e 8 18 . t F PTH (1-34) , [N I 
e 8 i8 % T y r 3r thPTH(l-34), [ N 1 e 
s is] t ^ pTH (1-34) NH 2 , [N 1 e 8 18 N 
Ty r 34 ] t h PTH (1-34) NH 2 ft £^5* if b 

[0014] *:«pqT-eifcJ*#'j S:<0-T-ESM#ctWsS 
ffliltffli-triifflTftllf.t^^ (PTH) 

K^.^^-^-Tfcnii^-r*»^i T - p THi^iiP thr 



T ii, t } PTH (1-34) , \c f PTH (1-8 
4) , t h P T H (1-38) , ir h P T H (1-3 
7 ) , t r PTH (1-34) NH 2 ft £ fcn, 
S L-iiit hPTH (1-34) , t hPTH 

(1-84) T*9, LI 't,<7;£ LTt h FT 

H (1-34) ^#iff?n5: 

[0 0 15] i^:*«?^i:fc,t5PTH^^iiPTHtt 

^ t i i m it ?t i x o t ft /u b m it. s n a t> o-rii 

<. M*li^»±9ttm$n:tPTH, 
»i$n^PTHi*:BPTHStaW;, fb^W^fr/*$ 
tl fc P T H * £ l"i PTHR <C t' m + Z> Z. t tf- T 

S!S: ' BANTI^fti* • NIEMANN- PI CK^ • FELTY 

tr y > • ^ > hv if > > '7;yey> - ^ ^-tr 

^ K • ^ c n.^^>^^ K • ^r^v"> • fc K77vv'^i' 

M^fil?^ C £ 1, ^ * *-l -5 B 

[0 0 16] ^:?6PqcOSIf*l<7>ff51Bfc L-Cfi, <3E#t»I • it 

fl*?finx*j ■ ■ »akir»j • • swBficz 

bc;&^Kmit*A;bm'£znz <,<^-ctt<cv « c 



(4) 



r 

^mW- 1 1- 2 2 2 4 4 0 



Six, *^«P»^JHtt!;3K;'-A»*K W:*n*:/ 
[ooi7] r*i£><E>as*'JBu «Si*WKWSL5 5*t 

♦ bsjk#j • • mmim • ■ • ?l 

[0 0 18] *«Wo*«oS##l«H:, KfliJW^tt* 

ffiJ^tfthPTH (1-3 4) &ffilfcrttt*N-a»g\ 
1 mfc/c "90. 1 — 100/i g> if* L< 113-60/i 

*a^> (pth) t*z»#o*&t, thPTH (i- 

3 4) (D**^JHC-ca-^-*-ixaJ:V\ 
i®^^iS0S:^^^Ttg-e^ ( 9, L< i 0/2 

[0 0 19] r^J:5^bX«SS-ll»Sn^»J¥*l» 
*A^e> (pth) i^ttPTHKSIcfrttKT^ItJftW 

[0 0 2 0] 
[0 0 2 1 ] 

[H5£Mi] thPTH (1-34) (D"7 v h#M3£ifo. 
CHI^ftfe] **t^J4 6* % £CDfttt£F 3 4 4/Du C 

fc. 

[»-¥3ll»OW»] thPTH (1-34) (jlMbSl 
^*±K ; — ■ ftBfeT 1 V '<=7*f- K) a*JKSX^ 5 , 
20// g/ml t45i5l-0. 1 % ^ yikffi7A'7* ^ 



m«{if¥^5^c 7 :»2t¥^±tB^ffi^^ii^n5, 20 W 

g/Kgfoi3@sasTi:g4i/:c c^mm 

lml/Kgfoi3@fMTrt^L/c 0 S^^^P 
TtlHU #«8SBSr«II», 5m l^^=f7**i:i 

r 2 EHtirffci* L T#«*#«MJftO«*tHII L/c (EI 

(3£ifcffittf¥« fi^^WS^f^ftS^i x i o 
5 }«/we 1 1 bte%£ $iz.*'9 L s\sK>i'V — 

(Methocult : StemCell Technologies Ins M) 
UijKiSL. 3 5 mm dish |:ffii N 3 7t, C0 2 -4 > 
^^-^■C14 0B«*, BeS^^n77^ 

(CFU-GM) =2 13 =—»*SrtfW U (0 2 

W*-±oT»*tC«'>Lfc (thPTH (1-3 4) * 
S^W) t FPTH (1-3 4) »-5-#-ett/B*ft 

i>(OX\ C F U- GM=3 u *ttW**W{- J: oT gi 
ta^«»<^#?j5 0%*"C«'i-LfcdS, trbPTH (1- 
3 4) »#WTttffl*«ff»^-o#*^inSrIiiaS* 

[0 0 2 2] 

I^P^O?*^] ^*^COB«J¥WJIR^A-^>- (PTH) * 
fcliPTHRi*S*»rt»i: LT^ft^eMM^ 
3ffiO^B&ffl*5 <tt^f&*«tt, ± 5 filial 

[EJffiOfffl^Tif^B^] 

[BUHltt, PTHO#«*W«»Ja*Bk»^ffl 
[02] B2tt, PTHO#|fCFU-GMnD — 



(5) 



¥rffl¥- 1 1 - 2 2 2 4 4 0 



im i ] 



800 




IJBJg hPTH(1-34)|»0rt«Q 



112] 




ggJil hFTM(1-34)M«*fl 



